Synergistic action between tumor necrosis factor-alpha and transforming growth factor type-beta: consequences for natural antitumor mechanisms.
TNF-alpha and TGF-beta are central signal molecules for natural antitumor mechanisms. Our data demonstrated that both factors act synergistically during apoptosis induction in transformed cells. This interaction of the two factors may have biological consequences for the efficiency of natural antitumor systems: 1) Transformed cells pretreated with TNF-alpha could be eliminated more efficiently by neighbouring nontransformed cells during intercellular induction of apoptosis; 2) TGF-beta pretreatment of transformed cells night sensitize them for apoptosis induction by macrophages. These findings allow three major conclusions: 1) Endogenous survival factors seem to be central regulatory elements for different apoptosis-inducing systems: 2) Macrophages and intercellular induction of apoptosis should be able to act in a synergistic way during the control of oncogenesis; 3) Resistance against one of the two mechanisms might cause resistance against the other as well.